
 
These records are from CDER’s historical file of information 
previously disclosed under the Freedom of Information Act (FOIA) 
for this drug approval and are being posted as is.  They have not 
been previously posted on Drugs@FDA because of the quality 
(e.g., readability) of some of the records. The documents were 
redacted before amendments to FOIA required that the volume of 
redacted information be identified and/or the FOIA exemption be 
cited.  These are the best available copies.   

























































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































-12-

(Per Protocol) 

carried Forward 
fran Week 2 

No carried Forward 
f.ran Week 2 

vs 
12\M 20 
b.i.d. 

FAM 40 DJ h.s. o.oos 
FAM 20 11¥J b.i.d. 

vs 
Placebo 

0.752 
o.068 

vs 
12\M 20 
b.i.d. 

0.017 

vs 
Placebo 

0.628 
0.146 

As seen f.ran the table above, the week 6 global evaluation results usilv;J 
''nO carried forward fran week 2" were :s:il!lilar to those fran the sponsor's 
analysis usillg "carried forward fran week 211 in tenns of significance fran 
both "all patients treated" and •tper protocol" analyses. HaWeVer, sane 
difference was noted by •tper protocol" analysis for the famotidine 20 DJ 
b.i.d. vs. placebo oanparison, p::0.068 with carried forward analysis as 
c:anpa.rec! to p=o.146 with no carried forward analysis. 

3.3 camnents for CClnplete Relief of Daytime Heart.burn and Nighttime 
Heart.burn 

In the sponsor's analyses of OCl!i>lete relief of daytime heartl:lUrn and 
nighttime heartl:7.u:n at the end of study, patients with a baseline severity 
of none were included in the analyses. This i.'Wiewer performed alternative 
analyses of relief/no relief daytime beartburn and nighttime hea...-tl:lurn for 
those patients bad baseline score other than ''none''. This analysis also 
excluded patients with no treatment soore data or missin'; observation. The 
results are qiven in Table a. The main resul. ts are sumnari'Zed in the 
follc:Ming table. 

P.- 'al.ues for Analyses of canplete Relief of Heartburn at the End of Study 

(All Patients Treated) 

Sponsor's AnalY§is 

Ccmplete Relief Time-to-Relief canplet.q Relief 

12\M 40 FAM 40 12\M 20 12\M 40 FAM 40 FAM 20 F1\K 40 FAM 4,1 FAM 20 
vs vs vs vs vs vs 

FAM 20 PLC PLC 12\M 20 PLC PI.C 

Daytime 0.018 0.323 0.003 0.01 0.66 0.02 
Heartburn 

Nighttime 0.028 0.779 0.030 0.12 0.63 0.16 
Heartburn 

vs vs vs 
FAM 20 PIC PIC 

0.027 o.315 0.004 

0.106 o.is6 0.011 

. . -.. ' 
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(Per Protocol) 

Sponsor's Analysis 

Q::tnplete Relief Time-to-Relief 

vs vs vs vs vs vs 
FAM 20 Pu:: Pu:: FAM 20 PIC Pu:: 

Daytime 0.004 0.502 0.003 o.oo 0.14 o.oo 
Heart:burn 

Nighttime 0.032 0.730 0.199 0.03 0.57 0.07 
Heartl:lurn 

Reviewer's Analysis 

Q::tnplete Relief 

vs vs vs 
FAM 20 Pu:: Pu:: 

o.o7s 0.168 0.004 

0.104 0.'705 0.106 

As seen fran the table above, there were consistent results favorilq 
famotidine 20 ng b.i.d to placebo for relievinq daytime heartburn. 

3.4 carments for Antacid consumption 

There was a problem of antacid consumption. Nearly 1/2 of the patients 
excluded fran the •iper protocol" analysis were patients who exceeded the 
Gelusil limit of 30 tablets P"'_r week dUrinq at least 1 week of the study. 

As requested by this reviewer, the sponsor assessed the effect or antacid 
consumption on qlobal assesswmt and heart.burn relief. The average daily 
mwnber of antacid tablets taken was calculated for each patient by 
dividing the total mmber of antacids taken dur:i.n] the study by the total 
number of days the patient was in the study. Each patient was then further 
classified into one of the following three categories: 

Daily Number of Antacid Tablets taken = o 
Daily NllmbP.r of Antacid Tablets greater than o and less than or 
equal to 2. 
Daily Nnm.her of Antacid Tablets greater than 2 

The analysis of glo'bal assessment and relief, 'no relief heart:l:!urn were 
then adjusted for these three levels of antacid consumption. When 
adjusting for average daily antacid consumption, the overall significanr-e 
were maintained and the resul.ts did not chal¥Je. 

This reviewer used RrUskal-Wallis test to compare the antacid con.suuption 
moong treatment groups by week. The results revealed that significant 
difference for antacid usage was observed only at week 1 and there was no 
significant difference of antacid consumption aIOO'f¥I treatments :beyond week 
l. 
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Also, the data indicate that for this study average daily antacid 
consumption bas statistically significant (P<0.05) relationship to the 
proportion of patients with global evaluation rating of mode.rate or 
excellent improvement and patients canpletely relieved of daytime 
heartburn and nighttillle heartburn. That is, patients with nx:>derate to 
excellent improvanent in the global evaluation tend to use less antal"!id 
consumption than patients with ''nO'' or "slight" improvement. Patients with 
canpletely relieved of daytime heartburn and nighttime heartburn tenc to 
use less antacid than patients with no canpletely relieved of daytime 
hea.rtbUrn and nighttillle heartburn. 

c. Protocol No. 010 

1. Description of Study 

The study was double-blind, ramrni zed, parallel, placebo-controlled, 
multi-center (20 investigators) dose ranging study. The objective of this 
study was to evaluate the effects of faiootidine 40 ng h.s. and 20 ng 
b.i.d. as caipa.red to the placebo in the syq>tana.tic relief and healing of 
patients with GERO aver a period of six to t\'1elve weeks. 

Patients with a diagnosis of gast.roesophaqeal disease who had heartburn 
characterized by retrosternal burning pain were selected for this study. 
Heartl:lurn bad to have been present for approx:imately 15 out of 30 days 
prior to ente.ri.n; the study. 

Doth erosive esophagitis (Endoscopic Grade 2-4) and non-erosive 
esophagitis (Endoscopic Grade o or 1) patients were eligible to enter the 
trial. However, patients without erosive esophagitis had to have a 
positive Bernstein test. 

Patients who satisfied the entrance criteria and who had none of 
exclusion criteria were stratified for the presence or absence of erosive 
esophagitis as demonstratec". endoscopically and were randcmized into the 
study. Patients with erosive esophagitis were randcmized jJTmediately 
following an endoscopic evaluation, whereas patients without erosive 
esophagi.tis were randcmized following the canpletion of the 1-week placebo 
baseline period, and then only if the patients had ~ symptana.tic beartburn 
days during the 1-weelt placelx> baseline period. 

The treatment period was 6 to 12 weeks for erosive esophagitis pati.ents 
and only 6 weeks for non-erosive esophagitis patients. Patients were seen 
in the clinic at weeks 2 and 6. 1lll erosive esophagitis patient was also 
seen in the clinic at week 12 l.mless the patient's erosive esophagitis was 
healed at week 6. 

Endosoopy was perfonned at baseline for non-erosive esophagi.tis patients. 
Endoscopies for erosive esophagitis patients were done at baseline and at 
the end of treatment weeks 6 and 12, if the erosive esophagi.tis was nc1t 
healed at a prior endoscopy. 
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Healing was defined as Grade o or l. Ulcer and erosions had to J:::e healed, 
if both were present. P'.owever, regression of Barrett's epi t.'lelium was not 
required for healing. 

The patients we:re asked to record daily in tile diaxy en a scale of o to 4, 
daytime heartl::urn and nighttime hi:-.art!:lurn, intensity of associated GI 
S'jlllptcns, and global assessnent. Galusil tablets were dispensed at each 
visit to be taken for hea.rt....'"Urn as needed, but were not to exceed 30 
tablets/week includinq t.'le 1-week baseline placebo pericd. 

A patient was considered a therapeutic success if the patient was 
heart:curn-free for at least 5 of t.'le last 7 days imnediately prior to t.'le 
scheduled visit and only if any existing heartburn was mild in nature 
(severit'J scale ll. 

Patient•s global assessment and time-to-relief of hea.rtl:urn were tile t-..io 
most important primary efficacy parameters. Secondary efficacy parameters 
were numbp_r of heartburn episodes and mnnbp..r of healed erosive escphagitis 
patients. Patient's global assessment was evaluated at weeks 2 and 6. In 
addition, patient's global assessment was evaluated at week 12 for erosive 
esophagitis patients who were not healed at week 6. Time-to-relief of 
heart:curn was Jefined as the day of the study on which the patient had a 
severity score of o (none) with no reoccurrence of hearL""urn later on. 

The proportion of patients whose erosive esophagitis had healed 
(cumulatively) at each timepoint we • .& Cctiipared. between treatment groups. 
The cumulative crude healing rates were assessed paixwisely among 
treatments using Fisher's E>ract test at weeks 6, 12, and after week 12. 
Dropouts were considered to be not !lealed. A lift=-table analysis was done 
to assess time-to-healing. The Ma.ntial-Raenszel method was used to test 
between-group differences. 

The study was designed to detect at least a 30% difference in the 
proportion of heartburn-free patients (40·% vs 70%) between the famotidine 
groups and the placebo group with 95% power, and to detect a 15% 
difference in the Pl."'".Jportion of heartlrurn-free patients (70% vs 85%) 
between the two famotidine treatment groups with 80% power. 

2. Sponsor's Study ResUlts 

A total of 338 patients were randanized according to an allocation 2:2:1 
:by design into the famotidine 40 mg h.s., tile famotidine 20 mg b.i.d., and 
the placebo; one hl.llldred thirty-five patients were allocated to 
famotidine 40 mg h.s., 137 patients to famotidine 20 mg b.i.d., and 66 
patients to placebo. 

The treatment g:r:oups were generally canparable at baseline with respect to 
various pertinent patient characteristics such as age, seic, race, soolcin;J, 
drinking, caffeine, history of dysphagi.a, history of acid regurgitation, 
esophaqitis grade, daytime severity of heartburn, nighttime severity of 
heartburn and etc. (see Table 9). 

,,. ' 

1 
---;I 



r 

• -16-

Efficacy analysis was done on t"~ data sets: the. •tper protocol" and the 
"all patients treated" data sets. The fonner excluded all patients Who 
were protccol violators and the latter included all randcmized patients 
who had baseline and t...-eatment period data. In both analyses, if a patient 
dropped cut t.'le study early, the last valid measurement was carried 
for..rard to subsequent t"llnepoints. HoWever, for the •tper protocol" analysis 
of glcbal evaluations, acceptable day ranges were established (as belcw). 
As a rasult, values were not carried forward in t.'le follcwiDg cases: 

l. If a glcbal evaluation was out of range at week 2 and/or week 6, it 
was not carried forw-drd for imputing a week 6 or 12 (respectively) 
missing value. 

2. If a glcbal evaluation was out of range at week 6, it was not replaced 
b'j t.'le previous visit's :measurement. 

Acceptable day ranges for the •tper protocol" analysis for glol:al 
evaluation wers defined as follows. 

Global Evaluation Week 

Week 2 
w~ 6 
Week l2 

Day Specified 
in Protocol 

14 
42 
84 

Ac~eptable 

Day Range 

10-18 
35-49 
77-91 

The mllllber of patients included in a.."lalyses of the primary efficacy 
variables for the intent-to-treat analysis and the •tper protocol" analysis 
are tabulated below. 

FAM 40 JOO' h.s. FAM 20 m b.i.d. Placebo 

TOtal Randcmized 135 137 66 

Global Evaluation 

Week 2 TIT 129 131 62 

Week 6 TIT 129 131 62 

Week 2 Per Protc,col 83 87 31 

Week 6 Per Protocol 83 86 31 

Week 12 Per Pn:>>;ocol 79 84 30 

1' 
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Relief Of Daytime/ 
Nighttime Heartburn 

ITl' 

Per Protocol 

131 

83 
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133 153 

88 3! 

2 .1 Results for the Primary Efficacv va.riables 

P.r..mary efficacy variables were patien.t's global rgsponse and ccmpleta 
reliefs of daytime heartburn and nigh'.:.time heartturn. 

2.1.1 Results for Patient's Global ~'Valuation 

Global evaluations were canpared <>.monq treat:nents over the dist.."il:ution of 
the four global assessment categories (no improvement, slight, moderate or 
excellent inprovement) at weeks 2, 6 and 12 in t.'ie "all patients treated" 
and the 1tper-protocol11 analys~. The results are given in Te.ble 10 • The 
main results are SUl!lllari.zed i~i following table. 

C"a!parison 

Fam 40 nq HS 
vs 
Placebo 

All Patients Treated 
Mean 2-tailed 
scale p-value 

l..58 < 0.001 

0.94 

Fam 20 nq BID 1.74 < 0.001 
vs 
Placebo 0.94 

All Patients Treated 
Mean 2-tailed 

o:mparison scale p-value 

Fam 40 nq HS 1.74 < 0.001 
vs 
Placebo 1.18 

Fam 20 nq BID 1.96 < 0.001 
vs 
Placebo 1.18 

Week 2 

Per Protocol 
Mean 2-tailed 
scale p-valuc 

1.65 0.043 

1.26 

1.80 0.002 

1.26 

Week 6 

Per Protocol 
Mean 2-tailed 
scale p-value 

1.83 0.037 

1.39 

2.05 0.001 

1.39 

... 
I 
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CQnparison 

Fam 40 ng HS 
vs 
Placebo 

All Patients Treated 
Mean 2-tailed 
Scale p-vaJ.ue 

1.83 0.002 

1.32 

Fam 20 ng BID 2.02 < 0.001 
vs 
Placebo 1.32 

-18-

Per Protocol 
Mean 2-tailed 
Scale p-value 

1.94 0.074 

1.53 

2.10 o.oos 

1.53 

Note: Mean scale was CCllplted by this reviewer usin1 scale: o=no, 
l=slight, ~te, and 3=eKCellent. 

The results for 1:iatient1 s global e\ral.uation were as follows: 

1) The fmootidine 20 ng b.i.d. group was significantly better than the 
placebo in tem of the distribution of the four assessment categories 
at weeks 2, 6 and 12 fran both 11all patients treated" and 
•tper-protoool" analyses. 

2) The faniotidine 40 ng h.s. group was significantly :better than the 
placebo for the distril:Jution of the four assessment categories 
at weeks 2, 6 and 12 fran the 11all patients treated'• analysis and at 
weeks 2 and 6 but not at week 12 f:ran the •tper protocol" analysis. 

3) There were no significant differences :between the famotidine 40 ng h.s. 
and the fm:iotidine 20 ng b.i.d. groups fiall both "all patients treated'• 
and •tper p:rotoool" analyses. 

The sponsor also analyzed global evaluations 'by oollaps~ the four 
assessment categories into two: successfUJ. evaluation (xooderate or 
excellent impzovement) or unsuccessfUJ. evaluation (no or slight 
improvement). The results are given in Table 11. The results are si.mila.l." 
to those based on the distribution of the four assessment categories in 
tem of significance. 

Tlrus, for this study there were consistent results in patient's global 
evaluation in favor of the fmootidine 20 ng b.i.d. and 40 mj h.s. groups 
at weeks 2, 6, and 12. The results for fam::>tidine 40 mq h.s. group are 
different in this study in n:mq;>arison to study #009. The fam::>tidine 40 ng 
b.s. group tel1ds to be more effective, however, the results for the 
fmootidine 40 ng h.s. is weaker than those for the famotidine 20 ng b.i.d. 

. ' 
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2.1.2 Results for Q:lnplete Relief of Daytime Hearti:JUrn_and Nighttime 
Heartl:nlrn 

Relief/no relief data at the end of study was analyzed for daytime 
heartbJrn and nighttime heartl:lurn using Fisher's Exact test. Patients with 
a baseline severity of none were included in the anal~ses as for study 
#009. 

The results of canpletely relieved of daytime beartl:Jum and nighttime 
heartbJrn synptans by the end of study are given in Table 12. The results 
a.re sumnarized as follows: 

1) Both famotidine groups were not significantly different fran the 
placebo with respect to the proportion of patients canpletely relieved 
of daytime or nighttime heartl:lurn symptans by the end of stulfy frc:m 
both 11all patients treated" and •-per protocol" analyses. HoWever, the 
famotidine 20 nq b.i.d. group was significantly better than the 
famotidine 40 ng h.s. group with respect to daytime beartb.1rn frc:m the 
"all patients treated" analysis but not frc:m the •tper protocol" 
analysis. 

2) No significant difference of the proportion of patients oaupletely 
relieved of nighttime heartbum symptans by the end of study was 
observed amorq treatment groups fran both "all patients treated" and 
•tper protocol" analyses. 

The time-to-c:anplete syqitan relief and no recurrence (score of O) was 
assessed using the Mantel-Haenszel life-table methods, stratifyinq on 
average baseline !iCOre. Patients with no treatment period data or no 
baseline values were not included in the tilne-to-ocmplete relief analysis. 

The results of time to oc:mplete symptan relief are given in Table 13, As 
seen fran Table 13, in both 11all patients treated'' and •tper protocol" 
analyses, no significant treatment differences of time-to-c:anplete daytime 
heart:J::Jurn and nighttime heartburn reJ.ief were obsE'.rved. 

Hence, in this trial both famotidinu groups were not significantly 
different frc:m the placebo with respect to oc:mplete relief and 
time-to-relief for both daytime heartl:lUrn and nighttime heartl:lurn 
syllt)tans. 

2.2 Results for secondary Efficay Variables 

secondary efficacy variables were esophagi.tis bealirq, oc:mplete rel.ief of 
dysphagia and acid regurgitation, and antacid CODS1.m1Ption. 

2. 2 .1 Results for Esophagi tis Healing 

Approximately 71% of the patients enrolled b<.d erosive esophaqitis at 
baseline, and the percentage of patients with oanplete healing of erosive 
esophageal disease was evaluated at weeks 6 and 12. Table 14 gives the 
cumulative frequencies of healed esophagi.tis observed via endoscopy at 

. ' ., 
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,.'eeks 6 and 12 for erosive esophagi.ti~ patients. The beaJ:lng rates were 
oanpared :between any two of treatment gn:rups using Mantel-Faenszel method. 
In this ~'ll.ysis, dropouts were considered as not healed. The results are 
SUlll!larized as follows: 

Results for the 5eoondary Efficacy Variable 
.Favoring Fcm:>ticline 40 m:r HS and 20 11g BID~ Placebo 

Week 6 

All Patients Treated 
Healinq 2-tailed 

o=mparison Rate p-value 

Fam 40 mq HS 28/98 (29%) 0.003 
vs 
Placebo 3/46 ( 7%) 

Fam 20 m;J BID 33/96 (Jo\;,) < 0.001 
vs 
Placebo 3/46 t 7%) 

Week 12 

All Patients Treated 
Heal.inq 2-tailed 

o-.rparison Rate p-value 

Fam 40 ng HS 42/98 (43%) 0.053 
vs 
Placebo 12/46 (26%) 

Fam 20 ng BID 48/96 (50%) 0.007 
vs 
Placebo 12/46 (26%) 

-·· 

Per Protocol 
Bea.ling 2-tailed 
Rate p-value 

17/57 (30%) 0.066 

2/21 (10%) 

23/65 (35%) 0.024 

2/21 (10%) 

Per Protocol 
Heal:illg 2-tailed 
Rate p-value 

26/57 (46%) 0.177 

6/21 (29%) 

35/65 (54%) 0.045 

6/21 (29%) 

The .1:esults for the secondary efficacy variable Ct healed) were as 
follows: 

1) The fa1110tidine 20 ng b.i.d. group had. significantly biqber cimnJlative 
healing rates than the placebo P.t weeks 6 and 12 and after wee1': 12 frall 
both "all patients treated" and ''!:>0r protocol" analyses. 

2) The fanr::>tidine 40 ng b.s. group t..att significantly higher c:rmnJlative 
healing rates than the placebo a.t. weeks 6 and l?. bit not after week 12 
frail the "all patients treated'' analysis. Howe'.rer, there was no 
significant differenCI~ observed in healing rates between the 

, famoticline 40 ng b.s. group and t~-ie placebo group fraa the •tper 
protocol" analysis. 
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3) No significant differences were obser1ed between the two famotidine 
groups. 

The sponsor also obtained the life table estimate of cumulative healing 
rates which are also presented in Table 15. This method asSUllled that 
dropouts healed at the same rate as those observed for patients Wbo 
c-.:.mplete the study. The results are as follows: 

l) The famotidine 20 liq b.i.d. group was significantly better than t:ne 
placebo after week l2 fran the "all patients treated" analysis but 
marginally better than the placebo f:ran the •tper protocol" analysis. 

2) Famotidine 40 liq h.s. g:toup was significantly better than the placebo 
after week l2 f:ran the "all patients treated" analysis ~t not fX'all the 
•>per protocol" analysis. 

3) No significant differences were obser.red between t'JIO famotidi.ne groups. 

Thus, there were consistent results in esophagitis healin; for the 
famotidine 20 ll¥J b.i.d. group after week 12. A stronger result by tlie "all 
patients treated" analysis was obtained, because, there were more dropouts 
in the placebo group than in the treatment groups and dropoUts were 
considered unhealed. 

2.2.2 ResUlts for other Secondary Efficacv Variables 

Relief/no relief data at the end of study was also analyzed for dyspbagia 
and acid regurgitation using Fisher's Exact test. The results are given in 
Table 13. 

:i".verage daily antacid consumption was calculated for each patients as the 
total mllllher of antacid taken during the study divided by the total number 
of days the patient was in the study (cutoff at Day 84). 

The results for secondary efficacy variables were as follows: 

l) There were no treatment differences in teDn of the proportion C>!: 
patients caIJpletely rel.ie'.red of dysphaqia and acid regurgita';.J.<>n f.rCm 
either 11all patients treated" or •tper protocol" analysis. 

2) The famotidine 20 nq b.i.d. group used significantly less antacids 
than did the placebo group in teDn of median average daily antacid 
consumption (l.14 vs l.99 p<O.Ol). 

The ioost o """ •n clinical adVerse experience in this study was abdaninal. 
pain. 

3. Reviewer's Ellaluation (Protncol #010) 

3.1 catments for Adjustment for stratification 

Sponsor's analyses of global evaluation and caIJplete relief of symptans 
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did not consider SL.""":"+--1..!'ication of patients and differential study periods 
for two stratified subgroups of patients. 

Eligible patients were stratified tor the presence or absence of erosive 
esophagi tis as dem:>nstrated endosc:opically and were rancmi zed into the 
study. The treatment period was 6 to l2 weeks for erosive esopbaqitis 
patient3 and 6 weeks for non-erosive esophagi.tis patients. 

Per this reviewer's .request, the sponsor also perfo:med analyses for 
qlobal evaluation and relief/no relief adjusting for stratification. The 
adjusted and unadjusted analyses gave the same result in t.em of 
significanc.e for this study. 

3.2 o::uments for Patient's Global Evaluation 

In the sponsor's analyses, if a patient dt~ out the study early, the 
last Valid measurement was carried forward to subseqUent timepoints. 
However, for the •tper protocol" analysis of qlobal evaluations, values 
were not carried forward in sane specified cases. The detennination of 
whether Values were carried forward or not was made post-hoc. The values 
at week 6 were carried forward to week 12 for non-erosive esophagi.tis 
patients. 

This reviewer reanalyzed global evaluation usLng Cochran-Mantel-Haenszel 
method to control for stratification. In this analysis, the values at week 
6 were not carried forward to week 12 for non-erosive esopbagitis 
patients. The week 12 analysis was based solely on erosive esopbagitis 
patients. :Results are qiven in 'l'al:>les 16 and 17 for global evaluation and 
successful.funswx:essful global evaluation respectively. The resul.ts are 
similar to those given by the sponsor in t.em of significance at weeks 2 
and 6 as seen in table below. 

P-value for 1.nal.ysis of Global EValuation 

(All Patients Treated) 

~r's :ReViewer•s 

FAM 40 FAM 40 FM>I 20 FAM 40 FAM 40 FAM 20 
vs vs vs vs vs vs 

FAM 20 PLC PLC FAM 20 PI.C PLC 

Week 2 0.159 o.ooo o.ooo 0.149 o.ooo o.ooo 

Week 6 0.063 o.ooo o.ooo 0.060 o.ooo o.coo 

Week l2 0.123 0.002 c.ooo 0.363 o.oss 0.009 

~ 
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(Per Protocol) 

Sponsor's ReVi.ewer' s 

F1IM 40 F1IM 40 FAM 20 F1IM 40 F1IM 4C F1IM 20 
vs vs vs vs vs vs 

F1IM 20 PIC PLC F1IM 20 PU: PLC 

Week 2 0.252 0.043 0.002 0.296 0.049 0.003 

Week 6 0.127 0.037 0.001 0.140 0.041 0.001 

Week 12 0.282 0.074 o.oos 0.744 0.362 0.21)9 

Hence, the famotidine 20 ng b.i.d. group was significantly better than the 
placebo in term of the distribution of the four assessment categories of 
global evaluation at weeks 2, 6 and 12 f:ran Hall patients tl'eated" 
analysis and at weeks 2 and 6 but :not at Week 12 f:ran the ''J;>er protocol" 
analysis. The faiootidine 40 liq h.s. group was significanUy better than 
the placebo in term of global evaluation at weeks 2, 6 and 12 fran "all 
pa.tients treated11 analysis. But, the famotidine 40 ng h.s. group was 
marginally significantly better than the placebo at weeks 2 and 6 but not 
at week 12 f:ran the •iper protocol" analysis. 

3.2 Ccmnents for Esophagitis Healing 

The cumulative heal~ rate was also analyzed by this nNiewer usinq 
Fisher's Exact test for pairwise cx:;q>arison and Mantel-Haenszel method for 
overall treatment c:arparison. The results are given in TiWle 14. The 
Fisher's Exact test produced p-va.J.ues that au:& larger (less .3ignificant) 
than those reported by the sponsor. However, t:.'lS results are similar to 
those reported by the sponsor in term of significance. 

3. 3 Ccmnents for Antacid consumption 

As :tequested by this reviewer, tbe sponsor assessed the effect of antacid 
consumption on global assessment and hP..art:bunl na.lie.f. Tbs average daily 
numl'lP.r of antacid tablets taken was calcula~ for each pat.ient by 
dividiD;J the total number Of antacids taken du.ring the study hy the total 
number of days the patient was in the study. Each patient was then further 
classified into one of the following three categories: 

Daily l\llxmber of Antacid Tablets taken = o 
Daily NllmbP.r of Antacid Tablets greater than o and less than or 
equal to 2. 
Daily l\lltmh<>.r of AnU!cid Tablets greater than 2 

'l .~ '· na.I.ysis of global assessment and heartl:lurn relief/no heartl:lurn re.&.ief 
-were t'l<m adjusted for these three lev..:-ts of antacid conm:mption. When 
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adjusting for average daily antacid coruromption, the av~l signifi.cance 
were maintained. 

However, it would be of. interest to point out that for this study average 
daily antacid consumption has statistically significant (P<0.05) 
relationship to patients with global evaluation ratinq of moderate or 
ex:cellent improvement and patients cx111pletely relieved of daytime 
heartburn and nighttime heartburn. That is, patients with moderate to 
excel.lent improvement in the global evaluation tend to use less antacid 
consumption than patients with ''no'' or "slight" improvemet'.t. Patients with 
canpletely relieved of daytime heartburn and nighttime heartl:lurn tend to 
use less antacid than patients with no canpletely relieved of daytime 
heartburn and nighttime beartburn. 

The analysis of esophagi tis healing after week l2 were adjusted for these 
three levels of antacid consumption. The overall p-value adjusted for 
daily number of antacid tablets taken is lil1lCh greater than +'.he unadjusted 
p-value (2-sided p-value 0.099 vs 0.028). This appears to be due to slight 
im'Mlance across treatment groups with respect to daily ml!!!ber of antacid 
tablets taken (2-sided p=0.105). 

This reviewer used Kruskal-Wallis test to CCIT{'are the antacid ex>nsumption 
among treatment groups by week. The results revealed that significant 
difference was observed only at week l. Thus, there was no significant 
difference of antacid consumption amon:J treatments beyond week l. 

In sumnary, both studie-.l #009 and #OlO shoWed that there were consistent 
results in patient's global e-.-aluation favoring fa!l¥)tidine 20 ng b.i.d. 
aver placebo. Furthel:more, study #009 showed that the fa:aiotidine 20 ng 
b.i.d. was significantly better than the faiootidine 40 ng h.s. in tel:ll1 of 
the distri.bution of the four assessment categories of global evaluations 
but study #010 did not. 

Study #009 also showed that there were consistent results favoring 
famotidine 20 nq b.i.d to placebo for reli~ daytime beartburn. 
However, this result for study #009 was not replicated in study #010. 
Those disagree>ients might be due to different study populations. Study 
#009 consisted of only non-erosive esophagitis patients and study #010 
consisted mostly of erosive esophagitis patients. In study #010, there 
were consistent results in esopnagitis healing favori.n1 famotidine 20 ng 
b.i.d. aver placebo after l2 weeks. 

o. overall Surrmary and Reccmnendation 

In support of the cl'2im that the famotidin~ 20 m;i- b.i.d. is effective for 
the symptanatic treatment of patients with GERO, the sponsor has sul:mitted 
two controlled clinical studies; protocol #009 and protocol #010. 

Study #009 sboWed that the fa!l¥)tidine 20 m;J b .. i.d. w.::L~' significantly 
better tlizlll the famotidine 40 ng h. s. in teim. of the dist.ril:iution of the 
four assesS111P.nt categories of global evaluations at weeks 2 and 6. The 
fam:>tidine 20 ~ b.i.d was superior to the placebo in tel:m of the 
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distribution of the four assessment categories of global evaluations at 
botil weeks 2 and 6 f:ran the "all patient treated'' analysis. BUt the •tper 
prot.ccol analysis" revealed that the faiootidine 20 nq b.i.d. was only 
slightly significantly better than the placebo. The weaker results for the 
•tper protoo;;l" analysis is due to the fact that more patients with global 
evaluation scaling 2 or 3 dropped in the famotidine 20 mg b.i.d. and 40 mg 
h.s. groups as canpared to the placebo group. 

In study #009, there were consistent results favor:i.n;J famotidine 20 nq 
b.i.d to placebo for relieving daytime heal:'tblrn. 

Study #010 showed that there were consistent results in pa.tient•s global 
evaluation favoring famotidine 20 nq b.i.d. over placebo a.t weeks 2, 6, 
and 12. BUt, both famotidine 20 mg b.i.d. and 40 mg h.s. groups were not 
significantly different fran the placebo with respect to c~lete relief 
and tima-to-relief for daytime heart:l:lurn and nighttime hea.rtl:lurn. 

In study #010, there were consistent results in esophagi.tis healing 
favoring famotidine 20 mq b.i.d. over placebo after 12 weeks. A stronger 
result by the "all patients treated" analysis was obtained:, because, there 
were lllOre dropouts in th!! placebo group than in the treabrient groups and 
dropouts were considered unhealed. 

Based on these two studies addressed in this review, followin;r conclusion 
is drawn: 

Fam::itidine 20 mg b.i.d. regimen was effective in both studies #009 and 
#010 in patient's global evaluation for the s~tanatic treatment of 
patients with GERO. FaDX>tidine 20 mq b.i.~. was effective in study 
#009 (but not in study #010) in relievin] daytime hea.J:tburn after 6 
weeks of treatment. In the second study 1010, which inclUded morie 
severe patients than for study #009, the data indicated significant 
healing in favor of t.::'1'.¥:>tidine 20 b.i.d. group as canpared to placebo. 

E. camnents to be conveyed to the Sponsor 

The contents of section E :nay be conveyed to the sponsor. 

/M. 'fol ..,.., c . -r &<.-.. 
( MiltOn C. Fan, Ph.D. 

Mathemati.cal Statistician 

This review consists of 25 pages of text and 19 pages of tables. 

concur: Dr. Huque 

Dr. Dubey 
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!1ble I Co1par3bill!7 of rrei:ient Grou;s 1~ 3aseline --- Protocol 009 

Fa1 40 hs Fat 40 hs Fon 20 bid 
lamotidine !amoiidiJe vs vs 7S be~ife~n 

10 Dg lS 20 1g )id Placebo Fa1 20 bid Placebo Plice'co treat~ent 

Variable Levi:l ln=l55) i::\58) (n:IS) p-vaiue p-value p-nlue p-v~lue 

--------------------------------------------------------·----------------------------------------------
Age ( nean l H.2 45. J H.5 I 

' l Sex ~ale H 1481) 73 1161) 15 (591) <O. 10 0. t59 
i'eiale 11 (52\l J5 (5111 31 (41:) 

Race Caucasian 132 i85~) 135 (55l) 67 (381) 0. 5 \7 
~egro 17 (11\) 11 ! Dl l 8 [ lil) 
Other 6 [ 41) 2 ( Ul l [ ll) 

S1oi:ing ~o 108 (701) li5 (73\) 19 (641) 0.363 
7e. rt [ 301) 12 [21%) 27 (16\) 

Alcohol .. o 140 (901) 15! (961) 68 (89l) ( 0 .10 ( 0 .10 0.130 
Yes i5 (10\) 7 1 n1 8 [ !U) 

Caffeine Mo n ( 2s11 51 (32%) 23 (301) 0. 523 
Yes 114 [7U) lOi (631) 53 (70l) 

Histor7 of ~o 35 (55l} 101 '.61\) !9 164'4} 0. 137 
Dy5pbagia !es ;·o ( ~5~ l 57 (361) 27 [36%) 

History of ~o 22 (H\) 21 (13'4) 15 (20'4} O.HO 
Acid Regurgit- Yes 133 (86\) 1:17 (81\) 61 (80\) 
at ion 

Ksopbagitis 0 58 [37t) 62 [391) 35 (461) 0. HJ 
Grade 1 97 (63\) l6 [61\) H (54'4\ 

Abno:~alit ies Mo !~l (78l) 119 [;5\) 66 ( 8H) ( 0 10 0. 128 
in ~so;ihag11s Yes Ji (22l) 39 IZ:li 10 (!Jl) 

!bncr~alitles ~Q 133 [89,\ l5J (951) 69 (91X) ( 0. l 0 0. 155 
in D11ode~1Jm !es 17 (11\) 8 ( 51) 7 [ 91) 

Daytime None 3 ( 2\) 3 1. 2\ l 0 I G\ l <0.05 0. 453 
Seartb1irn Mild 61 { 40\) 71 (45q 32 [43l) 

Koderate 86 (56l) 1l (47\) 14 ( 451) 
Severe I ( 3\) 8 I i\) 9 ( 121) 
Disabling 0 ( 01) 2 ( 1\) 0 ( 0\ l 

Nighttime Mone 28 ( 18l) 32 (20l) 14 [19l) <0.05 0.90j 
Hearl burn Mild 65 (42\) 65 (lll) 35 ( 47l) I 

Kodera te 55 [JS\) 47 (301) 19 ('15\) i I Severe 5 ( 3\) 12 ( 81) 7 ( 91) I 

Disabling 0 ( ox) 2 ( \X) 0 ( Ol) I 
----------------------------------------------------------------------------------------- -------------- I 

P-values are 2-sided p-values. 

I Bet~een treatment p-values ~ere o~tai3!1 by this re1ie~er 
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Table~ Patieat's Global Evaluation --- Pr0tocol J09 

!All p t' •• . 1 , i e !l ~ '> !reatedl 7S 75 

~o 1f :;o slight ;0dera te excellent 20 Jg biJ place ~o )'l~r3il 

-~~k ~:-:at:e~t par.:::t,s ~:ipr:;11e::it bpronen t :1pr~1~ent i~pr01~ent p-value p-·ra!ue p-1al 11e 

--------------------------------------------------------------------------------------------------------
? i\~ '" Jg JS 117 15 ( '0%) 19 i33X) f/ 132') 36 (25li 0.2;1 o. u39 :J. l07 • "::.I 

?!~ ;o ,, bid 153 11 I i%) -~ i ;3\) '. l 1n1 ~4 122l) 0.002 -· .) " ") 

ria.:.;bo 72 14 ( ''l' 1" I 22 I J l l) 26 (36l) 10 ( 14%) 

s :!H l~ lg hs !49 16 { 11%) 31 ( 2 lll 64 ( 43l) 38 (26\) 0' 102 0.009 0.JOO 
FAM 20 1g bid 154 14 I 9\) 14 ( 9%) 57 ( 37l) 69 (45%) 0.000 
placebo 7j 19 [26') 9 ( 12%) 27 ( 37l) 18 (25%) 

--------------------------------------------------------------------------------------------------------

(Per Protocol Analysis) 
no of no slight ;oderate excellent 20 1g bid placebo overall 

we"k treat:eot patients i;prov1ent inprovment i1prov1ent i1prov1ent p-value p-value p-ia!ue 

2 FAM lO lg hs 102 8 ( 8i 1 32 (311) 35 (JU) 27 (26%) 0' 135 0' l94 O.J29 
FAM 20 Dg bid 103 ~ ( 4%) 20 (19%) 54 (52l) 25 ( HX) o.~48 
placebo 47 !) (11%) 14 (30%) 19 ( 40l) 9 (19l) 

6 FAM 4G 1g bs I 0 I 8 ' 8X) 20 (20%) 40 140%) 33 (33%) 0' 105 0' 373 Q.225 
!AH 20 ng bid 105 6 ( 6%) ~ ( 9%) 37 (35%) 53 (50%) 0.210 
placebo 46 ( ( 9%) 6 (13%) 21 (46l) 15 (33X) 

--------------------------------------------------------------------------------------------------------
P-values are 2-sided p-values. 
P-ral~es iere obtained using Cot~ran-Mantel-HaeJszel method. 
01er1ll p-values were obtained by this re7iewer. 
Scales usiJi ~ere as folloR: 
0 - no i~;irr,ve1 

~ - ;li•J~ i2prJ1e1ert 
7 - ~;~erate iJproveDent 
! - e:c!l!ent !~prcvement 
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I !11 P1tie~t• 1'reated1 7S 1S 

10 ') i ~o 3light ;ode rate excellent 10 ~g bid placebo )'1P.r1il 

··::~! tr~at:::e!lt par. i ;: t,~ '.:pr;;ne~t iJprovie~ t :1pro1~ent i~prn~ent p-value p-1alue ~-1.1l 11e 

-----------------------------------·--------------------------------------------------------------------
2 f.\~ 10 Jg 'Is lH 15 (10%) 19 (33%) 47 (J2'l 36 (25\J 0.224 J.J39 'J. l07 

!!~ ;o ?5 ~id 153 11 I 
. ., 
I •1 35 I: 3% i 73 \ J 5~) 34 (22l) 0.002 

;la:.~Go 72 14 1·J1· 1" I 22 (31\) 26 (361) 10 (14%) 

5 :AH ia ~g h3 ~ 49 16 ( 11 x) 31 ( 21 x) 64 (431) 35 ( 26\) 0' 102 0.003 O.JOO 
FAM 20 ~g oid 154 14 ( 9l) 14 ( 9%) 57 ( 37l) 69 (45\) 0. 000 
placeco 73 19 (261) 9 (12%) 27 ( 37l) 15 (251) 

--------- ------------------------------------------ -------------------------------------------------

(Per Protocol Analysis) 
no of no slight moderate excellent 20 eg bid placebo overall 

week trPat:eot patients i~provment inprovmeot iaprovnent i1provnent p-value p-value p-value 

2 FAM lO ;g hs 102 8 ( 8\) 32 (31%) 35 (JU) 27 (26l) 0 .135 0' 194 0 ._129 
F!H 2G llg bid lUJ 4 ( 4%) 20 (19%) 54 (52l) 25 (24%) 0.048 
placebo 47 5 (11%) 14 (30%) 19 (lOX) 9 (19l) 

6 FAH 40 1g hs 101 5 ( Bl) 20 (20l) 40 (40%) 33 (33%) 0' l 05 0. 373 0.225 
FAH 20 ng bid 105 6 ( 6l) 9 ( 9%) 37 (35') 53 (50l) 0. 210 
placebo 16 ( ( 9l) 6 (13l) 21 (46%) 15 (33l) 

--------------------------------------------------------------------------------------------------------
P-values are 2-sided p-values. 
P-7alaes ~c:e obtained using Coc~ran-Mantci-Haeoszel method. 
01e:1ll p-1alues were obtained by this re1iewer. 
Scales ijsin~ ~ere as follow: 
0 - oo iJpr1n1 
~ - :!'..;~~ i:iprJ7e~ent 
7 - JJ~erate iJpra1e1ent 
! - exc~!leD! !~provement 
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le 3 Analysis of Successful/Unsuccessful Global Evaluation -- Protocol 009 

between 
Succ. Comparison p-value treat1ent 

Anaiysis Week Treat,~ent, So. Rate F!H 20 !g placebo p-value 
----------------------------------------------------------------------------------
All Patients 2 HH 40 ;g hs 147 83 (56%) 0. 017 0. 389 0. 007 
Treated FAH 20 1g ~id 153 107 (70%) 0. 005 

Placebo 72 36 (50%) 

6 FAH 40 1g bs 119 102 (68%) 0.008 0.365 0.002 
HH 20 mg bid 15 4 126 ( 82%) 0. 002 
Placebo 73 45 (62\) 

----------------------------------------------------------------------------------
Per Protocol 2 FAH 40 =g hs 102 62 (6ll) 0.016 I. 000 0.026 

fAH 20 mg bid 103 79 (77l) 0. 05 ! 
Placebo 47 28 (60l) 

6 FAH 40 m~ hs !Ol 73 (72l) 0.025 0. 544 0.061 
FAH 20 mg bid 105 90 (86l) 0. 341 
Placebo 46 36 (78l) 

----------------------------------------------------------------------------------
P-values are 2-sided p-values. 
Pairwsie p-values were obtained using fisher's Exact test. 
Overall p-values were obtained by this reviewer using Ccchran-Mantel
- ·~nsze l 1ethod. 
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le 4 Spoosor·s Aoalysis of Co1plete Relief --- Protocol ~09 

(All Patients Treated Analysis) 
beheen 

Rei ie f comparisoo p-value trcLt1eot 
variable treat1eot H 9ate Fa1 20 ~g placebo p-value 

' ---------···-------·-----------------··-------------------------- ·-----
Daytime Fam 40 ag HS 155 71 (46%) 0018 0.323 0. 004 
9e;rtburn Fa1 20 ag BID 158 94 (60%) 0.003 

placebo 76 29 (38%) 

Highttiae Fam 40 1g BS 155 86 (56~) 0.028 0.779 0.031 
R~artburn Fu 20 1g BID 158 107 (68%) 0. 030 

placebo 76 40 (53%) 

Jysphagia Fam ~O 1g HS 155 118 (76l) 0.588 I. ooc 0.795 
fa1 20 1g BID 158 125 (79~) 0.617 
placebo 76 58 (70%) 

Acid Fla 40 1g ~s 155 IOI (651) 0.063 0.553 0.146 
Reg!Jrgi- fu 20 :g BID 158 119 (75%) 0.429 
tat ion placebo 76 53 ( 691) . -. 

---------------------------------------------------------------------

(Per Protocol Anal1sis) 
bet;-.en 

Relief comparison p-Talue treat1ent 
variable treat~er.t M Bate Faa 20 mg placebo ,p-value 
-------------------------------------------~------·-------------------

Daytime iam 40 ag BS 110 54 (49%) 0.00~ 0.502 0. 002 
Heartburn Faa 20 1g BrD 108 74 (69\) 0.003 

placebo 51 22 (43%) 

Mightti1e f31 40 ~g HS 110 65 (59%) 0. 032 0. 730 0.084 
HeJrtburn FJ1 20 mg BID 108 79 (731) 0. 199 

placebo 51 32 (63%) 

Dyspbagia F1m 40 mg HS 109 84 (77%) 0.229 I. 000 0.389 
Fa1 20 mg BID 108 91 (84%) 0.379 
pl.lcebo 51 40 (76%) 

Acid rn401gSS 103 77 (71\) 0.080 0.569 0.174 
R~gurgi- !.i; 20 mg BID 108 SB (821) 0.,26 
tat ion placebo 51 39 (77%) 
---------------------------------------------------------------- -----
P-valces ·-~ 2-sided p-values. 
Pairwise p-?Jlues ~ere obtained using Fisb-.r's Kxact test. 
Ov-.rall p-valae~ ~ere obtained using chi-square test. 
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.ble 5 Analysis of Successful/Unsuccessful Global Evaluation -- Protocol 009 

PAM 40 hs F!H 40 hs FAM 20 bid 
Meditan Ti1e to Relief f3 vs va 

FAM 20 bid placebo placebo 
Analysis Variable FAM 40 bs HM 2C oid placebo p-value p-value p-value ' -------------------------------------------------------------------------------------------------
All Patients Daytime Heartburn >42.0 41. 0 >42.0 0.01 0.66 0.02 
Treated 

Higbtti1e Heartburn 42' 0 40.0 >42.0 0' 12 0.63 0.16 

Acid Regurgitation 39.0 37.0 39.0 0.38 0.23 0.81 

Drspbagia 16.5 18.5 1.0 0. 34 u.86 0.64 
-------------------------------------------------------------------------------------------·-----
Per Protocol Daytiae Heartburn >42.0 40.0 ) 42. 0 0.00 O. H 0 00 

Mightti1e Heartburn 4' 0 36.S 42.0 0.03 0.57 o. u? 

Acid Regurgitation 38.0 35.0 37.0 0.26 0.57 0.S6 

Dyspbagia 16. 0 13' 0 8.0 0. 41 0.95 0.65 ... 
-----------------------------------------------~---------~---------------------------------------
P-va lues are tao-sided p-values. 

·values iere obtained using uncoorected C~~ statisti~$ controlled for baseline scores. 
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.able 5 Reviewer·3 !nalysis of Patient's Global ~valuation --- Prc~ocol 009 

(All Patients rreated) 
Coc~r1n-~antel-3aens:ei 

1S IS 

no slight 1oderate excellent 20 1g bid plicebo overall 
~eek tr-.Hmen t no. improrment i1p1011ent i~~rovment !:prov:ent p-va!ae p-v~lue p-value 

2 FAH 40 1g 'is ll7 15 (10%) 49 (33%) 47 (32:) 36 (25%) o. 172 0 ~57 O.J09 
IAH 20 :g oid 153 11 ( .,~) 35 (23\) 73 (43\) 34 (22l) O.J02 
placebo 72 14 ( 19\) 22 (31:) 25 i 36Xl 10 ( 14\) 

6 HH lO mg ~s 149 16 :1JX) 31 (21%) 64 (0\) 38 (26~) 0. 020 il.110 0.000 
?!M 20 Jg oid i54 ll i 9l) H t 91) 57 (3U) 69 (45\) 0.000 
placebo 73 19 (26%) 9 tl2X) 27 (37') 18 (25X) 

~onp.;r~~u~~:-:c 
75 75 

20 :g bid pli~eco 
?-11l~e ?-11l~e 

a. 154 

0.000 

J.)75 ~.)12 
0. )03 

o.:1s '1.100 
0. )00 

---------------------------------------------------------------------------------------------------------------- --------------

(Per Protocol !nal7sis) 
Cochran-Mlttel·Baens:el 

VS 75 

no slight 1oderate excellent 20 1g bid placebo overall 
no. i1prov~ent iaprov;ent i1prov:ent i:prov;ent p-value p-v~lue p-•alue 

~onpar!~etric 
16 V3 

20 Jg bid ,11cebo overall 
p-value p-nlue p-valiie 

-----------------------·---------------------------------------------------------------------------------------------r----------
2 l'~H 40 1g ~s 1G2 3 ( 8% l 32 (3U) 35 (11%) 27 ''"') l ~o • 

FAM 20 1g bid 103 4 ! n 1 20 { 191) 54 (52%) 25 (24\) 
placebo 47 5 (llX) H (30X) 19 ( 40\) 9 (19\) 

6 F!H 40 1g 'is 101 8 ( 81) 20 (20X) 40 (40%) 33 (33%) 
l!H 20 eg bid 105 6 ( 6X) 9 ( 9\) 37 (35X) 53 (50X) 
placebo 46 4 { 9X) 6 (13X) 21 (46%) 15 (33X) 

e-values are 2·sided ~-valaes. 
P-val~es ~ere obtaloed J3l3g Cachran·Hantel-Haens:~l :ethod. 
Overall p-values icre ob!ai3ed b7 lbls reviewer. 
sc1les using iare as fc!lo~: 
n - DO i1pro~ed 
1 · ;:ign: [Qprou~ent 

2 · ~~.;r.ra~e :1,ro·1e~ent 
3 - '.Xcellent l;prc1e1eot 

0. 139 0 l85 0. 122 0. 161 0.5i5 1.:~2 
0.046 0. ·16 0 

0.105 0.973 0.2?6 0.004 0.736 0. 011 
0.210 0.045 
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,le 7 RevieRer's Analysi~ of Patient's Global Rtaluation at Week 6 (Mo forward) --- Protocol 009 

Cochran-Hantel-Baenszel ~etbod 
TS VS 

no slight aoderate excellent 20 1g bid placebo oTerall 
analysis treatment no. i1prov1ent i1prov1ent i1prov1ent i1prov1ent p-value p-va lue p-nlue 
--------------------------------~---------------------------------------------------------------------------
All Patient FAH 40 1g hs 13t I 0 ( 7\ l 26 (19\) 62 (16\) 36 (27i) 0.015 0.312 0.006 
Treated 

FAH 20 mg bid 150 13 { 9\) 13 { 9\) 57 (38\) 67 (15\) 0.006 

placebo 61 12 (19\) 8 (13\) 26 (II\) 18 (28\) 

Per Protocol !AH ID 1g bs ~5 .. 6 ( 6\) 20 (21') 38 (10\) 31 (331) 0. 017 0.628 O.H7 

FAH 20 ag bid 103 6 ( 6\) 9 ( 9\) 3'1 (36\) 51 (50\) 0.11& 

placebo 45 3 ( ill 6 { 13\) 21 (17\) 15 03\) 
------------------------------------------------------------------------------------------------------------
P-values are \Ro-sided p-values. 
p-valucs are 2-sided p-values. 
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! 8 Reviewer·s Analysis of Coaplete Relief --- Protocol ~09 

(All Pati~nts Treated Analysis) 
between 

Be lief co1pari~on p-value treat1ent 
variable trP.atnent K Rate Fa1 20 1g placebo p-value 
---------------------------··-----------------------------------------
Daytime Fu 40 u BS 1(5 68 (47%) 0.027 0.315 0. 006 
Heartburn faa 20 1g BID 15 l 91 (60%) 0.004 

placebo 74 29 (39%) 

~ightti1e la• 40 1g HS 120 71 (59l) 0. !86 0 .156 0. 033 
Heartburn f a1 20 1g BID 123 83 (67l) 0. 011 

placebo 61 29 ( 48l) 

Dysphagia Fa1 40 1g RS 52 26 (50%) 0.597 0. 795 0.785 
Faa 20 1g BID 50 27 (54%) 0. 599 
placebo 2iJ 9 ( 45%) 

Acid Fu 40 1g HS 92 51 (55%) 0.054 o. 593 0.138 
Regurgi- ¥a1 20 1g &ID 101 70 (69%) 0. 359 
tat ion placebo 49 30 (Sill 
---------------------------------------------------------------------

(Per Protocol Analysis) 
between 

B'elief cc1parison p-value treat1ent 
nriable treatment R Rate fa1 20 ag placebo p-value 
---------------------------------------------------------------------
Daytime fa1 40 1g BS 96 54 (56X) 0. 078 0. 168 0. 009 
Heartburn Fa1 20 1g BID 104 72 (69l) 0.004 

placebo 50 22 i HX) 

Migbtti1e Fam 40 1g BS 84 51 (61%) 0.104 0. 705 o. i:s 
:~'rtburn Fa1 20 mg BID ~5 62 (73%) 0. 106 

placebo 42 24 (57l) 

DyspbagiJ f1J 40 1g BS 38 19 (501) 0 .158 1. coo 0. sso 
¥a1 20 1g BID 28 17 (611) 0. 530 
plJcebo 14 7 ( 501) 

Acid fa1 40 1g HS 64 42 (66%) O.lH 1. 000 0.274 
Regurgi- fat 20 ag BID 67 52 (78X) 0. 332 
tat ion placebo 33 22 !67ll 
-----------------------------------------------·---------------------
P-values are 2-s1ded. 
Pairwise p-1alues were obtained using fisher's Exact test. 
07erall p-va!ue was obtained using chi-square test. 

'ents with no baseline score or with no treatJent score 
~itb Dissing data were exc!udea in these ~nalyses. 
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Table 9 Co1parabilit1 Qf !reat1ent Groups a~ Baseline 
,rotocol 010 

Ya1otidine Faaotidine between 
•o 1g !is 20 1g hid Placebo treat1ent 

Variable Level (n:l35) (n:lJ7) in=56) p-Yalue 
-~-·----~---------------------4----------------------------------·--

Age (mean) n.g 41. J t6 .9 

" Sex Male 79 (59l) H {54il 39 (59\) O.i93 
Feule 55 ( 41%1 SJ {46l) 27 ( Ul) 

Race Caucasian !02 (75l) 104 {761) 51 i7i\) 0. 711 
Negro 10 { 7!) 9 { 7l) 3 I 5XJ 
Hispanic 21 {!Sll 23 [ J7\) 12 (!8l) 
Other 2 { ll I I ( l l) 0 ( 0\) 

S1oting Ho 105 {78l) 103 (75\) 51 (771) 0.372 
7e! 30 {22il 34 (25l) 15 (23%) 

Alcohol Ho 114 {84%) 113 !BZXJ 58 (881) 0.612 
Yes 21 (!6l) 24 [ 181) 6 ( 1a) 

Caffeine No 41 (j0\) 45 (331) 24 (361) 0.693 
Yes 94 1701) 92 (67\) 42 (SU) ... 

"'·torr of, Ho 71 153\) 74 (541) 42 ( 6!1) 0.310 
iagia Yes 64 !17l) 63 (16\) 24 (361} 

History of Mo 17 l13l) 18 (!Jl) 6 ( 9l) 0.695 
Acid Regurgit- Yes il3 (87X) !19 (87X) 60 (9!l} 
tti•JR 

8sophagitis 0 25 (191) 28 ( 20l} 15 (231) 0.823 
Gnde 1 12 ( 9\) 13 ( 91) 5 ( 811 

2 35 (261) 37 (271) 16 (24%1 
3 53 (39\) 50 (361) 25 (36\) 
4 10 ( 7\) 9 ( 7%) 5 ( 3%1 

AbnHlities Ho 92 (691) 89 (651) 42 (651} 0.192 
in 3sophagus Yes 41 (Jill 47 (3511 23 (35%) 

Ahormaiities Ho 115 (661) 119 (87\) 55 (83%) 0.5&1 
in DuodP.nut Yes 19 ( IU) IS (13\J II (l7ll 

Daytime Hone 2 ( 1' I I ( 1;} 2 ( 3X l 0.382 
H-.artburo Mi Id 20 (151) 29 (ZU! l5 (23l) 

Moderlte 65 (!3\) 63 (46X) 28 (0%) 
SP.vP.re H (33\) 39 (29t) l8 (28%) 
Disabling I ( 31) 4 ( 3%) 2 ( 3%) 

•;a:btti1e Hcne 10 ( 7\) 12 ( 9%) 5 ( 8%) 0. 893 
·tburn Mild 30 (22%) 28 (2U) !J (20%) 

~oder ate 43 (32%) 46 (3U) 19 (291) 
SP.Ye re 46 (34l} 41 (.JOl) 25 (33%) 
Disabling 5 ( U) 9 ( Jl) 3 ( Sl) 

---------·--~--~----------------------------------------------------

P-valaes are Z-sided p-1J!ues. ·---····--
- ---- -~-

-~----· 
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' 10 Patient's Global Xvaluation ·-- Protocol 010 

(All Patie~ts Treated) 
f3 fS 

no of no slight aoderate excellent 20 lg 'id placebo oYerall 

11eek treat1ent patients i1prov1ent i1prov1e~t i1prov1ent i1prov1ent p-Yalue p·value p·nlue 

-----------------------------------··--------------------------------------------------------------------
2 HK 40 1g hs 129 20 {16X) 35 r 2ai 53 ( 41\) 21 ( 16l) 0 .159 0. 000 0.000 

BK 20 1g bid 131 11 { 81) 38 {29X) 56 (43\) 26 (20%) o. aoo 
placebo 62 21 (34%) 27 { HX) 11 (181) 3 ( sx l 

6 f!K 49 1g hs 129 19 (15l) 27 (21%) 51 ( 40X) 32 (25Xl 0.063 0. 000 0. 000 

FA! 20 1g bid 131 9 ( 7X) 26 (20%) 57 (HX) 39 (301) 0. 000 
placebo 62 20 (32l) 18 (291) 17 (27l) 7 (11%) 

12 UK 40 ag ns 129 18 { l U) £6 (201) 45 (35X) 40 (3ll) 0 .123 0.002 0.000 
HK 20 1g bid 131 10 ( BX) 23 (!BX) 53 ( 40\) 45 (~4%) 0. 000 
placebo 62 19 (31X) 14 (23\) 19 ( 3 al 10 I 161) 

---------------------------------------------------------------------------------------------------··----

(Per Protocol Analysis) 

no of no slight 1oderate excellent 20 1g bid placebo overall 
veek treahent patients i1prov1ent i1prov1ent i1prov1e~t i1prov1ent 9-value p·value p·va!ue 

----------------------------------·----------------~-----------------------------------------------------
i FAM 40 ag hs 83 11 (13%) zz ( za 1 35 (42%) 15 (18\l 0.252 0. 043 0.013 

FAM 20 u bid 87 5 ( 6%) 24 (Z6%) 41 ( 47X) 17 (20~) 0.002 
placebo 31 5 (16%) 16 (52\) 7 (23%) 3 (! vX) 

6 FAM 40 ag hs 83 10 (12') 17 !20%) 33 (40%) 23 (28%) 0 .127 O.JJ7 0. 004 

!'A~ 20 1g bid 56 4 ( 5%) 17 (20%) 36 ( 42%) 23 (Hll 0.001 
placebo 31 7 (Zn) 11 (35X) 7 (23%) 6 ( 19\) 

12 FAM 40 1g hs 79 10 (13%) H (18%) 26 (33%) 29 (37%) 0.282 O.OH 0.025 
H~ 20 1g bid 86 4 I 5\) 14 ( 17X) 36 ( <nl 30 (36%) 0.005 

·placebo 31 6 (20\) 9 (30%) 8 ( 21% l 7 (23%) 

------------------------------------------~-------------------------------------------------------------

r·?alues are 2-sided p-values. 
P·nbes 11ere ~btained using Cochran·Kantel-Haenszel ~ethod. 
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Table 11 Analysis of SuccesBful/Unsuccessful Global Xvaluation -- Protocol 010 

between 
Succ. Coaparison p-Talue treahent 

Analysis Week Treataent Ho. Rate FAK 20 1g placebo p-.alue 
----------------------------------------------------------------------------------
All Patients 2 HH tO 1g hs 129 74 (57') O.H8 0.000 0. 000 
Treated ¥AH 20 1g bid 131 82 (63%) 0.000 

Placebo 62 H ( 23%) 

6 FAM (0 1g hs 129 83 (6U) O. IH 0.001 0.000 
FAK 20 1g bid 131 96 (73%) 0.000 
Placebo 62 2( (39%) 

12 UK (0 1g hs 129 85 (66%) 0.135 0.018 0.001 
f!K zo 1g bid 131 98 (75l) 0.000 
Placebo 62 29 ( 47X) 

----------------------------------------------------------------------------------
Per Protocol 2 FAM 40 mg hs 83 50 (60%) 0.427 0. 011 0.004 

FAM 20 ag bid 67 58 (61%) 0.001 
Phcebo 31 ID (33l) 

6 FAM 40 1g hs 83 56 (67%) 0.306 0.018 0.003 
FAM 20 1g bid 86 65 (76%) 0.002 
Placebo 31 13 ( 42%) 

12 FA! 40 1g hs 79 55 (70%) 0.213 0. OH 0.013 
FAK 20 1g bid 86 66 (79%) 0. 005 
Placebo 30 15 (50%) 

------------·------------------------------------------------4·--------------------
P-values are 2-sided p-,alues. 
Pairwsie p-ralues were obtained using fisher's Kxact test. 
Overall p-values were obtained by this reviewer using Cochran-Mantel-
Baenszel mrthod . 

.. 
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1!e 12 Sponsor's !nalysia of Co1plete Relief ·-- Protocol 011 

(All Patients freated Analysis) 

betveen 
Relief co1parison p-?alue treat1ent 

tariable treat1ent ! Rate Fa1 20 1g placebo p-nlue 
----------------------------------------------------------------------- ' Daytbe Fu 40 ~g SS 135 51 (42l) o.ozz 0.182 0.060 
Heartburn Faa 20 :g 3!D 137 77 !56%) 0, 111 

placebo 66 30 ( 46%) 

Kigbttite Fa1 40 1g HS 135 68 (50X) 0.271 0.881 O.H9 
Heartburn ia1 20 1g BID 137 19 (58%) D. 232 

placebo 66 JZ ( 49%) 

Drsrbagia ia1 40 Jg HS 135 96 (71\) 0.268 0.738 0.499 
faa 20 1g BID 137 106 (77') 0. 725 
placebo 66 49 (7 Ul 

Acid ia1 40 ag HS 135 15 (56iJ 0.082 0.545 0.185 
Regurgi- faa 20 u BID 137 91 (66%) 0. 437 
tat ion p!Jcebo 66 (0 (61%) 
--------------------------------------------------·--------------·------ . . . 

(Per Protocol Analysis) 
between 

Relief co1parisou p-1alue treat1ent 
rariabie tre1tlent K Rate Fa1 20 ng placebo p·value 
-----------------------------------------------------------------------
Dayti;e faa 40 1g RS 85 41 ( 481) 0.133 0.5H 0.291 
Heartburn Fa1 20 :g BID 91 54 (59%) 0. 839 

pl3cebo 34 19 (56%) 

Slgbtti1e FJ1 10 Jg HS 86 18 (561) 0.651 0.682 0.8~9 

Heartburn Fat 20 ng BID 91 54 ( 591) 0 .840 
placebo H 21 {621) 

Dysphagia F11 10 ag HS 86 65 (76%) 0.367 I. ODO 0.631 
Faa 20 ag BID 91 14 (8!XI O.o!7 
placebo 34 26 (77i) 

Acid Fu 10 eg HS 86 (9 ( 57i) 0.119 0.309 0.212 
P.egurri- Fu 20 1g BID 91 63 (69%) I. 000 
t.,ticn placebo 31 23 ( 68%) 
--------------------------~-----------------------------------------------------
P·1J!ues are 2-sidP.d p·,alu .. s. 
Pair;ise p-val"e~ ~~re obtained by this re,iewer using Fisher's Kxact test. 
Ov-.rall p·va!ue$ .ere obtaiaed by this revie~er using chi-square test. 
This table ~as tabulated br this revie~-.r. 

-------~-
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e 13 !antel-Haens:el Co1pa1 ison of SurTiYal CurTe of Ti1e to Bel if --- Protocol 010 

FAM 40 hB FU 40 hs f!! 20 bid 
Median Tiae to Relief (Days) TS fB TS 

FA! 20 bid placebo placebo 
!~abs is Variable FAM 40 hs FAM 20 bid place~a p-ulue p-1alue p-ulue 
-------------------------------------------------------------------------------··----------------- I\ 
All Patients Daytime Heartburn )84. 0 83.0 >84.0 0 .12 0. 72 0.08 
Treated 

ffigbttiae Heartburn )84. 0 H.O >84.0 il •• .,o 0. 42 0.17 

Acid Regurgitation 79.0 H.5 77. 0 0 .07 0.40 0.29 

Dysphagia 39.0 21. 5 31. 0 0.45 0.63 0.13 
----------------------------------------------------------------------------------------------r--

r Per Protocol Dayti1e Heartburn >84. 0 82.0 80.0 0. 23 0.61 0.57 

Hightti1e Heartburn 80.0 78.0 79. 0 0.44 0.76 0. 70 

Acid Regurgitation 79. 0 48.0 69.0 0. 04 0.20 0. 41 

Dysphagia 31. 0 10. 0 40.0 0.64 0.38 0 .11 
-------------------------------------------------------------------------------------------------
P-values were obtained fro• tbe uncorrected Cochran-Haenszel statistics contolled for 

. -.· 
~line scores. 

' 
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I '·hie 14 Cu1ulative Cudi R~te of Esopbagiti! Healing --- Protocol 010 

sponsor's re~orted revieier' s 
R~aling co1parison p-values co1parison p-values 

Analysis Week Treataent No, Rate FAn 20 bid Placebo FIM 20 bid Placebo 
---------~----------------------------------------------~----------------~---------------··-

All Patients 6 FAM to ~s 98 28 129') 0.385 a.003 O.HO 0.002 
Treated FAM 20 bid 96 33 ! 3UJ <0.001 o.oc~ " Placebo 46 3 I 7'1 

12 FAM 40 hs ~8 42 {43') 0.320 0.05J 0. 388 0. 065 
FAM 20 bid ~ 48 {501) 0.007 0. Dll 
Placebo 46 12 {261) 

after i!M ID ha 98 43 { 4U) 0. 254 O.OH 0. 311 0.099 
12 FAM 20 bid 96 50 {52%) 0.008 0. 01! 

Placebo 46 13 {28%) 
-------------------------------------------------------------------------------------------
Per Protocol 6 i!M 40 hs 57 17 (30%) 0.5t6 0.066 0.565 0. 079 

HM 20 bid 65 23 (35l) 0. D24 0.027 
Placebo 21 2 ( l Ol) 

12 F!H 40 hs 57 26 (46XJ 0.366 0 .177 0.468 0.204 
UM 20 bid 65 35 (54X) 0. 045 0.049 .. 
Placebo 21 S (29XJ 

dt.P.r FA! 40 bs 57 27 ( 47l) 0.379 0 .139 0.468 0.197 
12 ru 20 bid 65 36 (66l) 0. 034 0. 045 

flacP.bo 21 6 ( 29l) 
-----------------------------------------------------------------------------------------~-
P-ralues are 2-sided p-1alues. 
Beriever's pairwise p-values vere obtained using Fisher's K1act test. 
Betveeo treataent p-values vere obtained using Cocbran-!aotel-Haeoszel Jetbod . 

• 
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'·'le 15 Cu1ulatile Life Table Rate of lsophagitis Healing --- Protocol 010 

sponsor's reported 
co1parison p-lalues 

Analysis Week Treat1eat Bate YAB 20 bid Placebo 
--------------------~------------·---------------------------------
U l Patients 6 1U 40 hs 28.Sl n.a. <0.05 
Treated FAM 20 bid 24.U <0.05 ' Placebo 6.Si 

12 FAft 40 hs 49.U D.a. <0.05 
f!ft 20 bid 54.51 <0.05 
Placebo 36.U 

after f!ft 40 hs 51..X 0.383 0. 041 
12 FAM 20 bid 57.1'.l 0.007 

Placebo 33.9' 
-------------------------------------------------------------------
Per Prot~col 6 fAB tO ha n.a. n.a. n.a. 

JAB 20 bid n.a. a.a. 
PlacebQ n.a. 

12 HM 40 hs n.a. n.a. n.a. 
HB lO bid n.a. D.a. 
Placebo n.a. 

after UK 40 hs 54.0\ 0.H8 0 .173 
12 JAB 20 bid so.n 0.059 

Placebo 42.n 
-------------------------------------------------------------------
P-falues are 2-sided p-yalues. 
r-v3!ues •ere !ante!- Haens:el uncorrected p-falues. 
a.a. denotes ·not arailable; tue sponsor did not 1ive the falue' 
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·~ 16 Reviewer's Analysis of Patient's Global Evaluation --- Protocol 010 

(&ll ?atients Treated) vs TS 

no of iiV slight 1oderate excellent 20 1g bid placebo OVeBll 
1eek group treataent patients i1prov1ent i•rrovment i1prov1ent i1proY1ent p-value p-value p-Yalue 

--------------------------------------------------------------------------------------------~----------------------
2 Erosive f&M 40 1g hs 93 II (12%) 27 (291) 3~ ( 4Ul 17 115%) 

,a.I \" 0. !95 0. 000 0.000 
r&M ZO 1g bid 91 8 ( 91) 27 (3Gt) 36 ( 401) 20 (221) 0. 000 
placebo 43 11 (26li 23 1531) 9 (21l) 0 ( 01) 

Honerosive ¥&H 40 1g bs 36 9 ( 25 l) s ! ,a 1 15 (42%) 4 (111) 0.109 0.102 0. ~11 
f&H 20 1g bid 40 3 ( 31) 11 (281) 20 (50%) 6 (151) 0.003 
placebo 19 10 (531) 4 (21\) 2 '.111) 3 ( 16%) 

Total F&H 40 1g bs :?9 20 (16%) 35 ( 271) 53 ( 11%) 21 ( 161) 0.149 0.000 0.000 
F&H 20 1g bid 131 II ( 8%) 38 (29%) 56 (43%) ZS (20%) 0. 000 
placebo 62 21 (34i) 27 ( 4U l 11 (18%) 3 ( 5%) 

------------------------~~~----------------------------------------------------------··----------·-----------------
6 Erosive F!H 40 1g hs 93 12 (13%) 11 oni u (451) 22 ( 2Ul 0.213 0. 014 0.002 

F&H 20 1g bid 91 7 ( 8%) 18 (201) 37 ( 411) 29 (321) 0.001 
placebo 43 10 {23l) H ( 3a) 13 ( 30l) 6 ( !(%) 

Honerosive FAM tO 1g hs 35 7 ( 19%) ID {23%) 9 (251) 10 (23%) 0.128 o.~10 o.aoo 
r&M 10 2g bid (0 2 ( 5\) 8 (2~l) 20 (501) 10 (25%) 0. Gl'O 
piacebo 19 10 (53l) t (21%) t ( 21%) 1 ( 5%) 

Total F&M to ag hs 129 19 ( 15%) 27 (21%) 51 (t0%) 32 (25\) 0.060 o.ooc 0.000 
HM 20 1g bid 131 9 ( 71) 26 (20%) 57 ( Hll 39 (30l) 0.000 
placebo 62 20 (32%) 18 (29%) 17 {271) 7 (!!%) 

------------------------------------------------------------~------------------------------------------------------

12 r&H to 1g hs 93 11 (12%) 16 (17%) 36 ( 39%) 30 (32%) 0.363 0.058 0.031 
!&H 20 1g bid 91 8 ( 9%) 15 (16%) 33 (36%) 35 (38%) 0.009 
placebo t3 9 (Zill ID (23ll 15 ( 35%) 9 (Zill 

---------- ·-------- -----------------------------------------------------------------------------------------------
P-valaes are 2-sided p-values. 
P-val•P.S ~ere obtained usiog Cocbr10-Mantel-eaenszel 1etbod. 
P-valu~s for total were contrclled fer stratification. 
0 - nc i1prr,ved 
1 - s:lsbt i1provP.1ent 
2 - aader1tP. '.m?~:ve;ent 
~ - ~x~ellent !;pro1e1ent 
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Table 16 Beviewer·s Analysis of Patient's Global !valuation --- Protocol 010 (Continaed) 

(Per Protocol) 
vs TS 

no of no slight aoderate exce llen: 20 ., bid placebo overall 
week group treat1ent patient~ i1prov1ent i1prov1ent i1prov1ent i1prcv~ent p-,alue p-ulue p-Yalue 

-------------------------------------------------------------------------------------------------------------------
2 iros i 7e i'AM 10 1g hs 54 3 ( 6l) 16 (301) 23 ( 131) 12 (22\) 0. 392 0.003 0.006 

FAM zo Dg bid 61 3 ( 51) 18 (30X) 26 ( IJX) 14 (231) 0. 002 . 
placebo 19 2 (Ill) 12 (631) 5 ( 261) G ( OX) 

Honerosi7e IAH 40 1g hs 29 8 ( 23\) 6 (2U) 12 ( 41\) 3 (!Ol) 0 .12Q 0. 841 0.309 
f!H 20 1g bid 26 2 ( 8ll 6 (23X) 15 (5Bl) 3 ( 121) 0. 324 
placebo 12 3 (ZSll 4 ( 33l) 2 (17l) 3 ( 25l) 

Total HH 40 1g hs 83 11 (131) 22 (27l) 35 (42X) 15 ( !Bll 0.296 0.049 0. 917 
f!M 20 1g bid 67 5 ( 61) 24 (28X) 41 (47X) 17 (201) 0.003 
placebo 31 5 (16l) 16 (52%) 1 (23l) 3 ( 1 Ol) 

-------------------------------------------------------------------------------------------------------------------
6 Erosive F!H 40 ;g hs 54 5 ( 91) 10 (191) 24 ( HX) 15 (28\) 0. 314 0 .194 0 .129 

BH 20 cg bid 60 3 ( 51) 12 (201) 23 (38\) 22 (37%) o. on 
placebo 19 2 (Ill) 9 ( Hll 3 (16X) 5 ( 26\) 

Ho~erosi7e !AH 10 1g ~s 29 5 (17l) 7 (2!1) 9 (31\) 8 ( 28\) ~. 230 0.108 0.035 
fAH 20 eg bid 26 1 ( 4l) 5 (191) 13 (501) 1 ( 27X I 0.008 
placebo 12 5 ( 421) 2 (17l) 4 (33l) 1 ( BX. 

Total FAH 40 1g hs 83 10 (121) 17 (201) 33 (401) 23 t28\) 0.140 0.041 0.006 
YAM 20 eg bid 86 4 ( 51) 17 (201) 36 (12i) 29 (JU) 0.001 
placebo 31 1 (231) 11 (351) 1 ( 231) 6 ( 191) 

-------------------------------------------------------------------------------------------------------------------
12 FAH 40 1g hs 50 5 (lOl) 1 ( 14%) 17 ( 34l) 21 (421) 0.7H 0.362 0.295 

HM 20 1g bid 58 3 ( 5l) 9 (16X) 23 ( 40%) 23 ( 40\) 0.209 
·placebo 18 I ( 61) 7 (391) I ( 221) 6 ( 33l) 

------------------- -----------------------------------------------------------------------------------------------
P-7alues are 2-sided p-1alues. 
P-values 1ere obtained using Cochran-Mantel-aaenszel aethod. 
?-values for total ~ere co~tro!!ed for str!tification. 
' - nQ !1prc1ed 
1 - sliaht i1;ro1e1ent 
2 - 10,Jente ilprove1ent 
3 - excellent itrrove1ent 
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Table 17 BeYiewer·s Aoalrsis of Succestful/Uo&1ccessfal Global l•aluation 
--- Protocol 010 

(All Patients Treated) 
betveen 

Succ. Co1parisoo p·Yalue treaheot 
Week GrouF Treahent Ho. Bate rAB 20 1g placebo p·•alue 

------------------------------------------------------------------~-------------

' Erosive Htt 40 1g h~ 93 jS (591) 0.765 0.000 0.000 • 
BB 20 1g bid 91 56 (62\) 0.000 
Placebo 43 9 (211) 

!ooerosive f AB 40 1g bs 36 19 (531) 0.352 0.087 0.022 
JAB 20 1g bid 40 26 ( 651) 0. Oil 
Placebo 19 5 ( 26l) 

Total F!B 40 1g bs 129 H (57') 0.388 0.000 0.000 
FA! 20 II bid 131 82 (63') 0.000 
Placebo 62 H ( 231) 

--------------------------------------------------------------------------------
6 lrosive rAB 40 1g bs 93 64 (691) 0.6~9 0.008 0.004 

FA! 20 1g bid 91 66 (731) 0. 002 
Placebo 43 19 (Hl) 

MonerosiYe fAK 40 11 hs 36 19 (531) 0.056 0.087 0.002 
!!! 20 ., bid 40 30 (751) 0.001 
Placebo 19 5 ( 261) 

Total fAB 4'0 1g hs 129 83 (64''1 0.114 0.001 0.000 
Bft 20 1g bid 131 36 (TJl) 0.000 
Placebo 62 24 (391) 

--------------------------------------------------------------------------------
12 Erosive HB 40 ;g hs 93 66 (711) 0.621 0.118 0.080 

JAB 20 1g bid 91 68 (751) 0.001 
Placebo 43 24 (561) 

--------------------------------------------------------------------------------
P·values are 2·sided p·,alues. 
Painise p-va1'1es were Qbtalned using Hsher·s Kxact test. 
o,erall p-values were obtained using Cochrao-Bantel-H3enszel 1ethod. 

- ---------

... 

-------------·-

.... 
I ---, 

' 

' 



r .. 
• t ;fi __ _ 

r 

I 
Table 17 Reviewer's Analysis of Successful/Onsaccessful Global Evaluation 
--- Protocol 010 (Continued) . 

(Per Protor.ol) 
between 

Succ. Co1parisoa p-value treatlent 
Week Group Treat1ent Ho. Rate FA! 20 1g pl<cebo p-value 

--------------------------------------------------------------------------------
2 !rcsive FA! (0 11 ~d S( 35 (65S) I. 000 0.007 0.006 

HM 20 ;g bid 61 40 (661) 0.00( 
Placebo 19 5 ( 26S l 

HonerosiYe f AM 40 1g hs 29 15 (52X) 0.271 0.73( 0.222 
FA! 20 1g bid 26 18 (63l) 0.157 
Placebo 12 5 ((li) 

Total FAM 40 1g hs 83 50 (60l) 0.406 0.009 0.004 
FAK 20 1g bid 81 58 (67l) 0.001 
Placebo 31 10 (33\) 

--------------------------------------------------------------------------------
6 Erosive FAM (0 1g hs H 39 (72%) 0.832 0.026 0.022 

PU 20 1g bid 60 45 (75l) 0.012 
Placebo 19 8 (42%) . -.-

Honerosive P!! 40 •I hs 29 17 (59%) 0. 166 0. 493 0.098 
FAM 20 11 bid 26 20 ( 77') 0.064 
Placebo 12 5 ( 42%) 

Total ru 40 11 hs 83 56 (67%) 0.262 0.015 0.00( 
FAM 20 1g bid 86 65 (76%) 0.001 
Phce', 31 13 (42SJ 

-------------------------- ----------------------------------------------------
12 lrosiTe f!B 40 11 hs 50 38 (76t) 0.817 0 .134 0 .126 

1!11 20 ., bid 58 46 (79%) 0. 066 
Placebo 18 10 (56%) 

-------------~--- ·------------~·-------------------------------------------------
P-Ya!ues are 2-sided p-value&. 
Pair~i~e p-Plues were obtained •1sin1 fisher's hact test. 
Overall p-1aluts were obtained usinf Cocbran-Mantel-Raensze' aetbod. 

·-




